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Application/Control Number: 08/781,752 
Art Unit: 1632 

An examines amendment to the record appears below. Should the changes and/or 
additions be unaccepted to appUcan,, an amendment may be filed as provided by 37 
CFR 1.312. To ensure consideration or such an amendment, * MUST be submitted no iater 

than the payment of the issue fee. 

Authorization for this examiner, amendment was given in a teiephone interview w„h 

Ms. Robin Teskin on/larch 17, 1999. 



Add the following ciaima^ __ — 

---^-^^n^of doning a non-human mamma! by nuciear transfer 

human 



comprising the introduction of a non-human mammalian donor cel, or a non-human 
mammalian donor ce„ nucieus into a non-human mammaiian enucleated oocyte of the same 
species as the donor cei, or donor cei, nucleus to form a nuciear transfer (NT) un,t, 
implantation of the NT unit Into the uterus of a surrogate mother of said species, and 
permitting the NT unit to develop into the Coned mamma,, wherein the improvement 
comprises using as the donor cel, or donor cei, nudeus a pro.ifera.ing somatic ce,l that has 
, been expanded in culture, or a nucleus isolated from said somatic cell. 
V £ An improved method of clonin, a non-human mammal by nuciear transfer 

comprising the introduction of a non-human mammalian donor ce„ or a non-human 
mammaiian donor cel, nucleus into a non-human mammalian enucleated oocyte of the same 
species as the donor cel, or donor cel, nucleus to form a nuclear transfer (NT) un„, 
implantation of the NT unit Into the uterus of a surrogate mother of said species, and 
permitting the NT unit to develop into the cloned mamma,, wherein the improvement 
comprises using as the donor cel, or donor cel, nucleus a proliferating somatic ce,l that has 
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ce „ or donor cell nucleus has been S-tically — - """" " "* ^ 
substitution or deletion of a nucleic acid sequence. 

A method of Coning a non-human mamma, by nuclear transfer compns.ng 

following steps: 

(1) inserting a desired non-human mammalian proliferating somat,c ce,l that has 

mammalian enucleated oocyte of the same species under conditions suitable for the 
formation of a nuclear transfer (NT) unit; 

(ii) activating the resultant nuclear transfer unit; 

(m) culturing said activated NT uni, until greaterthan the 2-ce„ deveiopmenta, stage; 

(iv) transferring said cultured NT uni, to a host non-human mamma, ofthe same 
species such that the NT develops In to a non-human mammal. 

^ A „ improved method of cloning a non-human mammalian fetus by nuclear 
transfercomprising the introduction of a non-human mamma.ian donor cel, or a non-human 
mammalian donor ce„ nucleus into a non-human mammalian enuCeated oocyte of the same 
species as the donor ceii or donor cel, nucleus to form a nuCear transfer (NT, un,t, 

permitting the NT unit to develop into the mammaiian fetus, therein the improvement 
comprises using as the donor cel, or donor cel, nucleus a proliferating somatic cell tha, has 
heen expanded in culture, or a nucieus isolated from said somatic cell. 

improved method of Coning a non-human mammalian fetus by nuclear 
transfercompHsing the Introduction of a non-human mammalian donor cel, or a non-human 
mammalian donor ce„ nucleus into a non-human mammalian enuCeated oocyte of the same 
species as the donor cel, or donor ce„ nucleus to form a nuCear transfer (NT, unit, 
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im p| a n,a,ion of the NT unit Into the uterus of a surrogate mother of the same species, and 
permitting the NT uni, to develop into the mammalian fetus, wherein the improvement 
comprises using as the donor cell or donor cell nucleus a proliferating somatic cell that has 
oeen expanded in cu,ture, or a nucleus isolated from said somatic cell, and wherein the donor 
cei, or donor cell nudeus has been genetically transformed to comprises at ,eas, one addition, 
substitution or deletion of a nucleic acid sequence. 

method of cloning a non-human mammalian fetus by nuclear transfer 

comprising the following steps: 

(i) inserting a desired non-human mammalian proliferating somatic cell that has been 
expanded in culture, or a nucleus isolated from said somatic cell, into a non-human 
mamma.ian enucleated oocyte of the same species under conditions suitable for the 
formation of a nuclear transfer (NT) unit; 

(ii) activating the resultant nuclear transfer unit; 

(III) culturing said activated NT unit until greater than the 2-cel. developments stage; 

and 

(iv) transferring said cultured NT unit to a host non-human mamma, of the same 
species such that the NT develops into a fetus. . 



S SUCH Uldt uic i ' ■ r~ , ^# 

method of any of claims ijr^ wherein the fetus develops into an 



offspring 



^ ^ * * \^\^ i tiT*-m fr wherein the donor cell or donor cell 

*The method of any of claims «)3 lutr, wnerem inc 



nucleus is from mesoderm 



Trom mebuucmi. 

fjnie method of any of claims A wherein the donor cell or donor cell 



^Ki*. The method 
nucleus is from endoderm. 



^TYhe method of any of claims wherein the donor cell or donor cell 

nucleus is from ectoderm. 

5^ 
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method of any of claims "herein « he d °"° r -» i0M ' °* 

nucleus is from a fibroblast. . j 

_p^e method of any of claims MS-IW "herein the donor cell or donor cell 

nucleus is from an ungulate. 

method of any of claims wherein the donor cell or donor eel! 

nucleus is from an ungulate selected from the group consisting of bovine, ovine, porcine, 

equine, caprine and buffalo. . 

JX&L method of any of daims ioU* wherein the donor eel, or donor eel, 

nucleus is from a non-human mammalian fetus. 

.*<¥he method of any of claims »£SfS,where,n the donor cell or donor cell 
nucleus is from an adult non-human mammalian cell. 

j*#he method of any of claims***-, wherein the donor eel, or donor eel, 
nucleus ,s se,ee«ed from the group consisting of epithelia, ce„s, neura, ce„s, epiderma, cells, 
keratinocytes, hematopoietic cells, melanocytes, chondrocytes, B-lymphocytes, T- 
lymphocytes, erythrocytes, macrophages, monocytes, fibrobiasts, muscle ceils, and nuclei 

isolated therefrom. // 

method of any of claims J***fer wherein the donor cell or donor cell 
nucleus is from an organ se.ec.ed from the group consisting of skin, lung, pancreas, liver, 
stomach, intestine, heart, reproductive organ^ladder, kidney and urethra. 

^fhe method of any o, claims vJSk wherein the oocyte is matured in vitro or 

in vivo prior to enucleation. 

jtiH* method of any o, claims wherein the oocyte is matured in vitro prior 

to enucleation. # 

pS.£ method of any of claims mJS&fWherein the oocyte is enucleated by micro- 

surgical methods. 
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^>23fThe method of any of claimsifid-Wwherein the oocyte is enucleated about 10 
to 40 hours after initiation of in vitro maturation. 

^Z47The method of any of claims4££*W8, wherein the oocyte is matured in vivo prior 

to enucleation.. , r 

The method of any of claims i&Ftm, wherein the non-human mammal is 

bovine. . / 

J26?j[\e method of any of claims -*8S=lfl8, wherein the non-human mammal is 



_bovine. 



3. The title has been changed to "Cloning Using Donor Nuclei from Proliferating Somatic 
Cells". 

4. The claims have been renumbered as 1-24 

The following is an examiner's statement of reasons for allowance: Proliferating cells 
are non-quiescent cells, and are in cell cycle stage M,G 17 S or G 2 . 

Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the 
issue fee. Such submissions should be clearly labeled "Comments on Statement of Reasons 
for Allowance." 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Deborah Crouch, Ph.D. whose telephone number is (703) 
308-1126. 

Any inquiry of a general nature or relating to the status of this application should be 
directed to the Group receptionist whose telephone number is (703) 308-0196. 

The fax number is (703) 308-4242. 

Please note the change in art unit number to Art Unit 1632. Please use this art unit 
number on all correspondence. i A I 



Dr. D. Crouch 
March 22, 1999 



